[Pulmonary hypertension in endothelial NO synthase knockout mice].
Inhalation of nitric oxide (NO) effectively reduces pulmonary arterial pressure in patients with pulmonary hypertension. However, it is controversial as to the role of endothelium-derived NO in pulmonary hypertension. Disruption of endothelial NO synthase (eNOS) gene causes systemic hypertension and diminishes endothelium-dependent vasodilatation. Even at normoxia eNOS knockout mice showed slightly increased right ventricular systolic pressure, but normal right ventricular weight. Hypoxia increased right ventricular systolic pressure, hematocrit, right ventricular weight in a concentration-dependent manner. The hypoxic condition induced pulmonary vascular remodeling; increases in the ratio of fully muscular vessels. Thus, pulmonary hypertension in eNOS knockout mice may be due to exaggerated vasoconstriction in response to hypoxia. In contrast, eNOS gene transduction reduces pulmonary vascular resistance.